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ATLAS/FLAIR week 48 results



ATLAS 2M results

* 8(1.5%) confirmed virologic failures in the 8 week arm and 2 (0.4%) in the 4 week arm at week 48
* Week 152 presented at CROI 2022, with 87.4% in the q8week and 85.9% in the g4week arm
maintaining suppression
* 3 additional failures in the g8week arm since week 48 Overton et al. 2020.



ATLAS/FLAIR side effects

Rizzardini et al. 2020



Indication and dosing

Indicated as a complete regimen for the treatment of HIV-1 infection in adults to replace the current
antiretroviral regimen in those who are virologically suppressed (<50cpm) on a stable antiretroviral regimen
with no history of treatment failure and with no known or suspected resistance to either cabotegravir (CAB)
or rilpivirine (RPV)

Prior to initiating treatment oral lead-in dosing should be used for approximately one month to assess
tolerability

Every 1 month dosing

* |nitiate injections (600mg CAB + 900mg RPV) on the last day of oral lead-in and continue with 400mg
CAB + 600mg RPV every month thereafter

Every 2 month dosing

* |nitiate injections (600mg CAB + 900mg RPV) on the last day of oral lead-in. Injections should be
administered at month 2, month 3, and every 2 months thereafter



ATLAS/FLAIR Resistance

Overton E, et al. 10t [AS Conference on HIV Science. July 21-24, 2019. Poster MOPEB257.



ATLAS 2M Failures

Overton E, et al. CROI 2020. March 8-11, 2020



CAB/RPV Failures

Margolis D, et al. HIV Drug Therapy Glasgow. October 5-8, 2020.



CAB/RPV Failures



Logistics/challenges

Patient selection

DDI during oral lead in
Reimbursement/Acquisition/Billing
EMR/Tracking Injections

Resources to administer injections
Viral load monitoring

Patient outreach/missed doses
Oral bridge

Hospitalizations

Transition from every 1 month to every 2 month
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Reimbursement

* Pharmacy Benefit - Medi-cal, ADAP, Medicare
* Filled at outpatient pharmacy and supplied to clinic-administered as patient supplied medication
* Limited Distribution drug
* Can request access from ViiV
* Copay resolved using copay card
* www.cabenuvacopayprogram.com
* Medical benefit — most commercial payors
* Buy and bill-clinic purchases and bills to insurance
* Patient responsibility
* 10-20%, deductibles, out of pocket maximums

* PAIl vs. copay program vs. reimbursement
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Owen Clinic Process

Patient expresses interest in LAl CAB/RPV * Medication obtained from outpatient pharmacy or purchased by

. . . clinic one week prior to injection visit
Eligibility reviewed by PMD and clinical pharmacy team P J

) * Tracking sheet
* Necessary resistance work up completed

_ o * Reminder call to all patients day before each injection
Insurance coverage investigation

« Includes researching patient responsibility * First injection visit with clinical pharmacy team and nurse visit

) ) ) * Review and sign counseling sheet
Patient contacted to review oral lead-in & &

* Viral load monitoring performed at loading dose injection, first

* Delivery set up to patient home or clinic -~
maintenance injection, then every 3 months

Patient contacts clinic when oral lead-in received to

schedule first injection visit * Subsequent visits scheduled as nurse visit

* Treatment plan entered in epic * Tracking sheet updated
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Owen Clinic Outcomes

Reviewed first 270 patients referred who had definitive decision to start/not start CAB/RPV
131 (48.5%) initiated CAB/RPV

Baseline genotype available in 110 (41%) of patients

Prior archive/genotype other than baseline available in 68 (25.2%) of patients

Archive genotype performed in 89 (33%) of patients
LAl CAB/RPV added to ADAP formulary in 10/2021
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_ Total (n=270) Initiated CAB/RPV (n=131) | Did not start CAB/RPV “
n=139

Median age (IQR) 44 (35-53) 44 (34-52) 44 (37-54)

Race (%)

White 135 (50.0) 57 (43.5) 78 (56.1) Owen Clinic
Black 41 (15.2) 25 (19.1) 16 (11.5) 0.15 Median age: 53
Asian 9 (3.3) 4(3.1) 5 (3.6) Race:

Al/AN 4 (1.5) 3(2.3) 1(0.7) —_—
Other/mixed race 74 (27.4) 40 (30.5) 34 (24.5) White: 53.4%
Unknown 7 (2.6) 2 (1.5) 5(3.6) Black: 12.4%

Ethnicity (%) Asian: 3.7%
Non-Hispanic 166 (61.5) 78 (59.5) 88 (63.3) 0
Other/Unknown 3(1.1) 1(0.8) 2(1.4) Other/unknown: 29.1%

SAB Ethnicity
Female (%) 34 (12.6) 19 (14.5) 15 (10.8) 0.36 Hispanic: 32.4%

Gender Identity SAB
(VEIS 234 (86.7) 112 (85.5) 122 (87.8) 0.86 ——

Female 34 (12.6) 18 (13.7) 16 (11.5) Female SAB: 9.8%

Non-binary 2 (0.7) 1(0.8) 1(0.7)
Baseline ARV regimen (%)

2"d Gen INSTI+2 NRTI 170 (63.0) 76 (58.0) 94 (67.6)

1st Gen INSTI+2 NRTI 24 (8.9) 12 (9.2) 12 (8.6) 0.001
NNRTI+2 NRTI 16 (5.9) 10 (7.6) 6 (4.3)

Pl+2 NRTI 11 (4.1) 3(2.3) 8 (5.6)

2 drug regimen 29 (10.7) 24 (18.3) 5(3.6)

Multi-class 20 (7.4) 6 (4.6) 14 (10.1)

Primary Insurance*
Medicaid 113 (41.9) 65 (49.6) 48 (34.5)
Medicare/Medicaid 31 (11.5) 15 (11.5) 16 (11.5) 0.09
Medicare only 8(3.0) 2 (1.5) 6 (4.3)
Ryan White/ADAP 19 (7.0) 7 (5.3) 12 (8.6)
Commercial 99 (36.7) 42 (32.1) 57 (41.0)
HBYV status
Negative 191 (70.7) 98 (74.8) 93 (66.9)
CoreAb+, SAg-, SAb+ 65 (24.1) 28 (21.4) 37 (26.6) 0.16
CoreAb+, SAg-, SAb- 10 (3.7) 5(3.8) 5(3.6)
SAg+ 4 (1.5) 0 (0.0) 4(2.9)

On PPl at baseline 25 (12.4) 14 (10.7) 20 (14.4) 0.36



Reasons for not initiating CAB/RPV (n=139)

Previously identified CAB/RPV resistance 28 (20.1)
Inconsistent clinic attendance/not easily reached 20 (14.4)
Patient choice 19 (13.7)
CAB or RPV resistance found on archive genotype 18 (12.9)
Not suppressed 13 (9.4)
Failure to complete resistance work-up 11 (7.9)
Uncertain coverage of out-of-pocket costs 10 (7.2)
Not yet covered 8 (4.8)
Active hepatitis B 4(2.9)
Insurance contracted with outside pharmacy 3(2.2)
Drug interaction 1(0.7)

Other 4(2.9)



Resistance Issues

Previously known resistance (n=28)

Resistance mutation P—— Resistance found on archive (n=18)
Resistance mutation # patients
Y181C 5 RPV

Y181C 3 RPV
Y188L 3 RPV
E138G 2 RPV
G190 1 RPV
E138A/K 5 RPV
K101E/H/G190A 4 RPV
G190S 1 RPV
Phenotypic NNRTI res. 2 RPV
H221Y 1 RPV
A 1 RPV
98G K238T 1 RPV
V179L 1 RPV m— . m—
E138G/A/K 4 RPV Y143H 1 CAB
H221Y 2 RPV L741+Q148H 1 CAB
K238T 1 RPV T97A+K103N 1 Concern for additional
NNRTI resistance
T66! 1 CAB
Of those that had an archive genotype performed, 20.2% had a
5230R 1 CAB mutation identified that may have resulted in lack of efficacy of
T97A/E157Q 1 CAB CAB/RPV

G140A 1 CAB



Other outcomes

* 9/134 patients have discontinued treatment

* 4 did not like receiving IM injections

Unrelated facial swelling

Four HBV reactivations?

* All with high CD4 counts, 2 isolated Core+, 2 with high HBV SAb

Decided monthly visit was too burdensome
* One pregnancy-transitioned to oral therapy
* One patient with significant weight gain-decided to continue
* One patient currently one week late for his injection, one patient out of the country used 2 month oral bridge
* One hospitalization during due date for injection-discharged 2 days after injection was due
* 97% have transitioned to 2 month dosing

e 2 chose to stay with every one month, 2 unable to change due to insurance
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